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REMARKS/ARGUMENTS 

Claims 10-15 and 22 are pending in this application. Claims 1-9 and 16-20 have 
been previously have been canceled. Claims 21 and 23-25 were previously withdrawn 
from consideration. Applicants retain the right to present claims 21 and 23-25 in a 
divisional application. Claim 10-13 are amended and claims 14-15, and 22 are 
canceled herein. No new matter is added. 

35 U.S.C. §103 Rejections 

Claims 10-15 and 22 are rejected under 35 U.S.C. §1 03(a) as allegedly 
unpatentable over Arnsten (Science, Vol. 230; pgs. 1273-1276) and Chow (WO 
99/28300) in view of O'Rourke (The Journal of Pharmacology and Experimental 
Therapeutics, 1994, Vol. 268 (No.3). Applicants respectfully traverse. 

To maintain a proper rejection under 35 U.S.C. §103, the Office must meet four 
conditions to establish a prima facie case of obviousness. First, the Office must show 
that the prior art suggested to those of ordinary skill in the art that they should make the 
claimed composition or device or carry out the claimed process. Second, the Office 
must show that the prior art would have provided one of ordinary skill in the art with a 
reasonable expectation of success. Both the suggestion and the reasonable 
expectation of success must be adequately founded in the prior art and not in an 
applicant's disclosure. Third, the prior art must teach or suggest all the claim limitations. 
In re Vaeck, 20 U.S.P.Q.2d 1438, 1442 (Fed. Cir. 1991). Fourth, if an obviousness 
rejection is based on some combination of prior art references, the Office must show a 
suggestion, teaching, or motivation to combine the prior art references ("the TSM test"). 
In re Dembiczak, 50 U.S.P.Q.2d 1614, 1617 (Fed. Cir. 1999). Following KSR Int'l Co. v. 
Teleflex, Inc., this fourth prong of the prima facie obviousness analysis must not be 
applied in a rigid or formulaic way such that it becomes inconsistent with the more 
flexible approach of Graham v. John Deere, 383 U.S. 1,17-18 (1966); 127 S. Ct. 1727 
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(2007). It must still be applied, however, as the TSM test captures the important insight 
that "a patent composed of several elements is not proved obvious merely by 
demonstrating that each of its elements was, independently, known in the prior art." Id. 
at 1741 (citing United States v. Adams, 383 U.S. 39, 50-52 (1966)). It is necessary to 
"show all of the limitations of the claims arranged or combined in the same way as 
recited in the claims." Net Moneyin v. Verisign, 545 F.3d 1359, 1368 (Fed. Cir. 2008). 

As amended herein, the claims recite a method for treating a mammal 
experiencing death or degeneration of neural cells related to Alzheimer's disease, 
wherein said neural cells project to or from a region of the brain selected from the group 
consisting of the substantia nigra, the locus ceruleus and the ventral tegmental area, the 
method comprising administering to a mammal in need of such treatment a selective 
alpha 2B or 2B/2C adrenergic receptor agonist, wherein the selective alpha 2B or 2B/2C 
adrenergic receptor agonist decreases the loss of neural cells in the mammal, and 
wherein the selective alpha 2 adrenergic receptor agonist is compound I, compound II, 
or a combination thereof. 

The cited references, alone and in combination, do not teach or suggest the 
claimed method. The Office Action states that Arnsten teaches that an alpha-2 receptor 
agonist (clonidine) caused memory improvements in animal models of dementia (OA, p. 
3) and cites to Arnsten page 1274, column 3. This is inaccurate. Dementia is a serious 
loss of cognitive ability in a previously-unimpaired person, beyond what might be 
expected from normal aging. In contrast, Arnsten studied the effect of clonidine in the 
"aged nonhuman primate". Arnsten did not study the effect of clonidine on any sort of 
pathological mental impairment. The Office further states that Arnsten teaches that 
adrenergic agonists will be helpful for patients with Alzheimer's disease (OA, p. 3, citing 
Arnsten p. 1276, col. 2). Respectfully, Arnsten states that adrenergic agonists "might" 
be helpful for patients with Alzheimer's disease. Arnsten does nothing more than 
speculate about potential uses of adrenergic agonists. Further, Arnsten does not teach 
or disclose either of the claimed compounds. 
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O'Rourke is cited as teaching that "there is the use of alpha-2 adrenergic 
agonists in treating Alzheimer's disease (p. 1352, paragraph 1." (OA, p. 3) However, 
this citation of O'Rourke is one statement in the opening paragraph that is attributed to 
Arnsten. Therefore, O'Rourke adds nothing more than a reference to Arnsten, which is 
discussed above. 

Chow is cited as teaching "alpha-adrenergic agonists (I) which selectively 
activate the alpha2B or alpha2B/2C receptor subtypes are useful in treating memory 
and cognition deficits." (OA, p. 3). Chow does make this statement, but Chow offers 
nothing more as to what particular agents would be useful for memory or cognition 
deficits. Nor is there any further disclosure regarding what memory and cognition 
deficits might be treated. Chow does not teach a method for treating a mammal 
experiencing death or degeneration of neural cells related to Alzheimer's disease, 
wherein said neural cells project to or from a region of the brain selected from the group 
consisting of the substantia nigra, the locus ceruleus and the ventral tegmental area, the 
method comprising administering to a mammal in need of such treatment, one of the 
claimed selective alpha 2B or 2B/2C adrenergic receptor agonists. 

The Allergan 2000 Annual Report ("the Allergan report") is cited for teaching that 
AGN-1 97075 is an alpha-2 agonist. However, the Allergan report does not disclose 
that AGN-1 97075 could or should be used in a method for treating a mammal 
experiencing death or degeneration of neural cells related to Alzheimer's disease. 

Alone or combined, the cited art fails to teach the claimed method. At best, the 
prior art teaches that alpha-2 receptor agonists can be used to improve mental function 
in normally aging primates. There is no teaching in the prior art that claimed 
compounds I or II would be effective in treating a mammal experiencing death or 
degeneration of neural cells related to Alzheimer's disease. None of the cited 
references does anything more than speculate about Alzheimer's treatment and there is 
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certainly no disclosure or suggestion that either of the claimed compounds could or 
should be used in such a method of treatment. 

Accordingly, the Office has not established a prima facie case of obviousness 
and Applicants respectfully request that this rejection be withdrawn. 

Double Patenting Rejection 

Claims 10-11 and 13 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claim 4 of copending 
U.S. Application No. 10/881,761. 

The Office has instructed that a terminal disclaimer in compliance with 37 C.F.R. 
§ 1 .321(c) or § 1 .321(d) may be used to overcome the rejection based on non-statutory 
double patenting grounds. Without addressing the propriety of the Office's rejection, 
and specifically the Office's interpretation of what the cited reference teaches or 
suggests, Applicants respectfully and properly defer addressing the present rejection 
until there is otherwise allowable subject matter in the present application. Only then is 
it proper to assess the propriety of the Office's rejection in view of the potentially 
allowable claims. Accordingly, Applicants respectfully request reconsideration and 
withdrawal of the present rejections or that the rejections be held in abeyance until 
claims are allowable in the present application or in U.S. 1 0/881 ,761 . 
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CONCLUSION 



Applicants respectfully request that a timely Notice of Allowance be issued in this 
case. The Commissioner is authorized to charge any fee which may be required in 
connection with this Amendment to deposit account No. 01-0885. 

Respectfully submitted, 
/Joel B. German/ 

Dated: April 21, 2010 

Joel German 
Registration No. 48,676 
Customer Number: 51957 

Allergan, Inc. 

2525 Dupont Drive 
Irvine, California 92612 
Telephone: 714.246.4920 
Facsimile: 714.246.4249 
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